Isomeric oxathiolone fused chalcones were prepared by condensation of appropriate acetylbenzo[1,3]-oxathiol-2-ones with benzaldehydes under acidic conditions. The synthesized compounds were screened for cytotoxic activity using HeLa cells, as well as for antibacterial activity against Micrococcus luteus, Staphylococcus aureus, Salmonella typhimurium, Escherichia coli, Proteus vulgaris, antifungal activity against Candida albicans, and tuberculostatic activity against Mycobacterium tuberculosis H 37 Rv and Mycobacterium kansasii strains.
Chalcones constitute an attractive molecular scaffold in quest for new biologically active compounds. 1, 2) Similarly as for other flavonoids, most of the active chalcones is hydroxy substituted, and catechol group often exerts a beneficial effect on the activity. Recently, we have described synthesis and biological properties of oxathiolone fused chalcones 1, wherein the oxathiolone ring can be considered as a protected bioisoster of catechole.
3) Now, we report synthesis and biological activity of isomeric compounds 2 and 3 ( Fig. 1) .
The key substrate 7 for synthesis of chalcones 2 was prepared from benzoxathiolone 4 4, 5) by acetylation 5) and Fries rearrangement of the acetoxy derivative 5. The rearrangement resulted in a mixture of two isomers which were separated by crystallization to give the already known compound 6 4) and the desired derivative 7, in a ratio 1 : 3, respectively (Chart 1).
The hydroxyacetophenone 7 was metylated and condensed under acidic conditions with benzaldehydes to related chalcones (Chart 2).
The isomeric chalcones 3 were prepared analogously, starting from benzoxathiolone 10 6,7) via acetoxy derivative 11. 7) In this case, the Fries rearrangement of the acetoxy derivative 11 resulted in large excess of the isomer 12. The second isomer 13, could be isolated by crystallization (yield 4%) of the residues from crystallization of 12 (Charts 3, 4). The obtained compounds are given in the All compound for which the cytostatic activity against HeLa cells could be determined, exhibited weak activity, in the range 5-12 mM. Compounds of general formula 2 did not influence growth of any of the tested microorganism, and in this aspect, they were similar to isomers of formula 1. [1, 3] oxathiol-2-one (5) (21 g, 0.1 mol) and anhydrous aluminum chloride (45 g, 0.33 mol) were carefully mixed and heated at 160°C for 4 h in a flask equipped in a hydrochloride trap. The hot reaction mixture was treated with water (300 ml) (EXOTHERMIC !), the crude product was filtered off and dried to give mixture of the isomers as a beige solid (19.7 g, 94%). The solid was put in methanol (110 ml), refluxed for 10 min, cooled to room temperature, and the solid was filtered off to give crude isomer 7. The solid was dissolved in hot toluene (60 ml), filtered while hot, and methanol was added to the filtrate until crystallization started. Filtration gave 6-acetyl-5-hydroxybenzo [1, 3] oxathiol-2-one (7) 7), 12.01 (s, 1H, OH). The methanolic filtrates were decolorized with charcoal, evaporated to dryness, and the residue was dissolved in hot toluene (60 ml), filtered while hot, and left for crystallization to give 4-acetyl-5-hydroxybenzo [1, 3] oxathiol-2-one (6) as yellow solid (3.4 g, 16%). The product was identified by comparison of IR with original sample.
3)

Synthesis of
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Synthesis of 5-Acetyl-6-hydroxybenzo[1,3]oxathiol-2-one (12) and 7-Acetyl-6-hydroxybenzo[1,3]oxathiol-2-one (13) 6-Acetoxybenzo[1,3]-oxathiol-2-one 11) (84 g, 0.4 mol) and anhydrous aluminum chloride (240 g, 1.8 mol) were carefully mixed and heated at 160°C for 4 h in a flask equipped in a hydrochloride trap. The hot reaction mixture was treated with water (EXOTHERMIC !), the crude product was filtered off and dried. The crude product was crystallized from toluene to give 5-acetyl-6-hydroxybenzo [1, 3] [1, 3] oxathiol-2-one (7) (8.4 g, 40 mmol), anhydrous potassium carbonate (16.58 g, 120 mmol) and methyl iodide (7.5 ml, 120 mmol) in dry DMF (75 ml) were stirred at room temperature for 3 h. The reaction mixture was diluted with water, the precipitated solid was filtered off, dried and crystallized from methanol to give 6-acetyl-5-methoxybenzo [1, 3] Synthesis of 5-Acetyl-6-methoxybenzo[1,3]oxathiol-2-one (14) 5-Acetyl-6-hydroxybenzo [1, 3] oxathiol-2-one (12) (4.2 g, 20 mmol), anhydrous potassium carbonate (9.68 g, 70 mmol) and methyl iodide (3.7 ml, 60 mmol) in dry DMF (35 ml) were stirred at room temperature for 3 h. The reaction mixture was diluted with water, the precipitated solid was filtered off, dried and crystallized from ethanol to give 5-acetyl-6-methoxybenzo [1, 3] 1 mmol) , a suitable benzaldehyde (1.5 mmol) and conc. sulfuric acid (0.2 ml) in acetic acid (2 ml) were stirred at 60-80°C until completion of the reaction (2-3 h). The cooled mixture was usually diluted with methanol or water (1-5 ml) and the precipitated solid was filtered off and washed with methanol. The crude product was often contaminated by a red compound, which was typically removed by dissolving the product in acetone and filtration by a silica gel pad. The filtrate was evaporated and crystallized. Ͻ25 100
a) The value could not be determined as the compound precipitated out during incubation.
2.5 h. The product was isolated by precipitation with methanol, filtration through silica gel pad and crystallization from 2-methoxyethanol. 0 (m, 8H, aromaticϩolefinic) . 3-(2-Chlorophenyl)acryolyl]-6-methoxybenzo[1,3]oxathiol-2 
5-[
